Introduction
In a recent study published in Economics and Human Biology, professors Zagorsky and Smith investigated the relationships between income, wealth and fast-food consumption in the United States (US) (Zagorsky and Smith, 2017) . The authors found little evidence of a substantial gradient of consumption along the lines of wealth in a nationally-representative sample of middle-aged adults. Their results, indicating a plateau of consumption around middle-income, are in line with previous US national research examining fast food and income (An, 2016) . Zagorsky and Smith make an important contribution to the literature; they moved beyond income alone, factored in education and wealth, and ultimately highlighted the degree to which food, in general, is purchased from American fast-food outlets at the national level.
Since self-reported frequency of eating (unspecified) food from fast-food outlets was generally similar regardless of wealth, the authors conclude that policies to reduce fast-food consumption targeted specifically at low-income populations are unlikely to reduce socioeconomic status (SES) disparities in nutrition-related health problems. The value of zoning restrictions on fast-food outlets (that is, from nutritional vs. aesthetic perspectives) is a contentious issue in general, especially when it involves low SES neighborhoods. The authors state that such policies will only be effective, at least in part, if low-income individuals "actually do eat more fast-food than their middle and upper class counterparts" In the university-issued press release associated with their study, Zagorsky states: "This study helps reject the myth that poor people eat more fast food than others and may need special protection" (Grabmeier, 2017) .Based on their analysis, strong in science as it is, such a conclusion seems reasonable -at least from a national perspective.
Here in our Commentary, we will examine some of the differing biological implications of fast-food consumption even if such ingestion occurred with equal frequency between socioeconomically disadvantaged (measured as low income) and advantaged adults. We place emphasis on the emerging science of the exposome which asserts that genes alone cannot explain health disparities and underscores that each individual exposure (e.g. tobacco or fast-food) does not occur in isolation. Specifically, exposome science is concerned with the total accumulated environmental exposures (both detrimental and beneficial) predicting the biological responses of the 'total organism to the total environment' over time (Dubos, 1964; Renz et al., 2017) .
The term exposome has been in use for over a decade (Wild, 2005) and its unifying concept in multidisciplinary research is appealing (Dennis and Jones, 2016) . Exposome science reflects the developmental origins of health and disease (DOHaD) concept; DOHaD research has demonstrated the long-lasting influence of various positive and negative early-life exposures (including dietary) in determining later-life disease risk. The exposome scientific perspective allows us to argue that each meal matters over time, and that socioeconomically disadvantaged children and adults do, indeed, need special bio-physiological protection (immune, neuronal, cardiac and otherwise) from fast-food.
We propose that the postprandial biological consequences of fast-food consumption are mediated by ecosystems of varying scale, including neighborhood SES of which income is one part. Thus, even if an individual living in affluent Bel-Air, Los Angeles, eats food from a multinational fast-food outlet at the same perweek frequency as a low-income individual from South Los Angeles, the biological buffering of those meals will almost certainly differ. This would seem to be an important area of research concerning fast-food and SES and we hope our perspective stirs further debate and discussion.
Zagorsky and Smith were clear in describing the limitations of their work. As they pointed out, subject recall on eating from fastfood outlets doesn't provide specificity on what was actually consumed. Fast-food is of course difficult to define. From our perspective, ultra-processed, high-sugar/fat/sodium, low-fiber, low-phytochemical, dietary-additive-rich foods obtained from chain outlets (many with drive-thru capacity) are those that are culturally synonymous with the term fast-food rather than convenient, healthy food served quickly (Specter, 2015) . Thus, in our Commentary, we will use the term fast-food in its cultural format and assume that as far as major outlets go, Zagorsky and Smith accurately captured the types of consumption generating high profits at such locations (Kirkpatrick et al., 2014; Moodie et al., 2013) .
Fast-food and the biology of the exposome
From a purely 'biological' perspective, fast-food is part of the total exposome; that is, the total exposures experienced by humans -some positive, some negative -and their interactions with genes over time. Exposome science underscores that certain windows of vulnerability (for disease risk) and opportunity (for health promotion) can be leveraged for prevention (Kim and Hong, 2017) . There are many ways in which the socioeconomically advantaged and disadvantaged differ, and fast-food can intersect with health inequalities at numerous points, manifesting as another burden pressing on the scale of environmental load (Fig. 1) .
In the new era of 'omics' technologies (the ability to simultaneously measure large numbers of biomolecules representing genes, genes expressions, proteins, and metabolites) researchers can capture biological markers of relevance to the Fig. 1 . Why disparities within the total 'exposome' may mediate divergent acute biological responses to a single meal.The exposome includes the total exposures experienced by humans -some positive, some negative -interacting with genes over time. This total 'lived experience' could modulate acute responses to stressors such as a fast-food meal. This includes both the many factors increasing allostatic load in a background of adversity, and a deficiency of the many protective factors in higher SES settings which serve to buffer acute metabolic and inflammatory responses. Over time these forces operate collectively and cumulatively to increase the burden of chronic disease ( Figure: courtesy of Susan Prescott).
total lived experience of individuals and entire populations (McEwen, 2017; Tebani et al., 2016) . Moreover, the microbiome (i.e. microbes and their functional genetic material operating within a specific ecological niche such as gut, skin and other anatomical locations (Prescott, 2017) ) scientific revolution underscores that humans and symbiotic, functional microbes living on and within us are, together, a multi-species entity (Bordenstein and Theis, 2015) .Functional changes to the microbiome -the sort that might contribute to, or decrease the risk of non-communicable diseases (NCDs) -are mediated by short and long-term dietary choices, stress, sleep, exercise and total lifestyle Singh et al., 2017) . Human and experimental research demonstrate that the biological response to a fast-food-style meal as mediated by the microbiome is a product of the person's lived experience, including the background diet (Griffin et al., 2017; Karkman et al., 2017; Smits et al., 2016; Sonnenburg and Backhed, 2016; Turnbaugh, 2017) .
Repetitive stimulation of compensatory physiological responses (immune, cardiovascular, neuroendocrine) can lead to metabolic dysregulation and cellular damage; this can influence behavior and disease. The collective toll of this physiological wear and tear is known as allostatic load (AL) (McEwen, 2012) . We must consider the context in which the fast-food meals are consumed. Disadvantage is accompanied by chronic psychosocial stress and daily hassles; SES and neighborhood-level deprivation have been associated with significantly higher biomarkers of metabolic dysregulation, inflammation and oxidative stress (Bird et al., 2010; Brody et al., 2014; Fraga et al., 2015; Gianaros et al., 2017; Keita et al., 2014; Nazmi et al., 2010; Schulz et al., 2013; Stringhini et al., 2013; Theall et al., 2012) .
Every meal matters
With the above-cited evidence in place indicating that AL pushes down more forcefully on the SES disadvantaged, we can now turn our attention toward the ways in which a fast-food meal adds to that force. As described below, available research suggests that the biological consequences of a fast-food meal include inflammation and oxidative stress. The biological underpinnings of the exposome perspective indicate that the extent to which an organism can buffer against these detrimental consequences will determine NCDs risk .
When a single McDonald's 1 Meal makes its entrance to the gastrointestinal tract of healthy individuals, it can promote oxidative stress and increase the expression of inflammatory genes (Di Renzo et al., 2017) . Advanced glycation end products (AGEs), highly oxidant compounds formed through the nonenzymatic reaction between reducing sugars and free amino acids, are found at high levels in fast-foods (AGEs in foods are known to promote inflammation upon consumption) (Uribarri et al., 2010) . Even a single meal high in AGE can influence endothelial function, oxidative stress and various markers of metabolism (Stirban and Tschope, 2015) . Working in the other direction, a single healthy meal incorporated into standard westernized dietary practices each day (for example, lunch based on traditional Mediterranean or Japanese diet) can reduce markers of allostatic load (Cano et al., 2017; Inoue et al., 2014; Leighton et al., 2009 ). Further single-meal studies demonstrate that macronutrient content can determine the degree to which such meals are taxing to the human circulatory system (Fig. 1) . In individuals who already have higher degrees of cardiovascular and immune stress reactivity -as is the case with socioeconomic status (SES) disadvantage (Needham et al., 2015; Stringhini et al., 2016) -the effects of a fastfood-type meal may compound risk, especially in the context of psychological stress (Jakulj et al., 2007) . Indeed, the ability of a single, fast-food-style meal to elevate triglycerides, insulin and inflammatory immune chemicals, and place a burden on the circulatory system, is intertwined with baseline physical activity, body mass index and inflammatory state (Esposito et al., 2007; Jantzi et al., 2013; Kardinaal et al., 2015) .Furthermore, the effects of such meals on AL may be more pronounced in those who are physically inactive (Fuller et al., 2017) .
In a recent systematic review of the effects of a single fast-foodstyle meal, it was reported that blood levels of the inflammatory cytokine IL-6 increased, on average, by 100%, peaking about 6 h post-meal (Emerson et al., 2017) . On the other hand, a single-meal based on traditional dietary habits (e.g. Mediterranean diet) or the co-consumption of antioxidants can reduce blood markers of inflammation and elevate antioxidants to buffer AL (Blum et al., 2006; Peluso et al., 2014) . So, too, monounsaturated and essentialomega-3 fatty acids can help improve endothelial function for up to four hours after a single meal (West et al., 2005) .Moreover, evidence suggests that in individuals with subclinical metabolic dysregulations (that is, on a trajectory toward metabolic syndrome), a single fast-food-style meal has detrimental physiological effects (on the circulatory system) whilst a traditional healthy meal does not (Lacroix et al., 2016) . This, of course, brings up questions concerning the extent to which elevated inflammatory chemicals and oxidative stress can be buffered or exacerbated by the background diet, stress reactivity, the immune system, microbiota, and numerous other factors that are not equivalent along SES lines.
Indeed, several studies have shown that tissue levels of antioxidants -the sort that would buffer the effects of AL À are lower with individual and neighborhood SES disadvantage (Ganji et al., 2005; Janicki-Deverts et al., 2009; Kristenson et al., 2001; Nicklett et al., 2011; Shohaimi et al., 2004; Stimpson et al., 2007; Wrieden et al., 2000) . Research has shown that neighborhood disadvantage is associated with lower microbial diversity and these shifts in microbes coincident with deprivation are, at least experimentally, responsible for metabolic disturbances . The meal can undoubtedly influence this microbial ecosystem, and at the same time, the bio-physiological response to the meal will be influenced by the gastrointestinal microbial ecosystem (Logan, 2015) . Moreover, the intake of omega-3 fatty acids, the sort that might buffer and protect the circulatory system in the background of a fast-food meal, are also known to be lowest among SES disadvantaged US adults (Nordgren et al., 2017) . Levels of blood antioxidants and omega-3 fatty acids may also be a product of the intestinal microbial diversity that is itself predicated upon the inclusion of essential fats and deeply colored, fiber-rich plant foods (Kaliannan et al., 2015; Tomas-Barberan et al., 2016) .
Allostatic load and the neighborhood
Zagorsky and Smith make brief reference to research (Grier and Kumanyika, 2008) indicating targeted marketing of unhealthy foods and beverages to disadvantaged communities. The majority of studies in this realm have focused on neighborhood-level marketing. More specific to fast food, neighborhood-level fast food outlet clustering has been linked with both consumption and obesity (Burgoine et al., 2016) . Most concerning is that fast-food outlet clustering is associated with gestational diabetes, potentially influencing offspring health (Kahr et al., 2016) and even overall mortality (Turi and Grigsby-Toussaint, 2017) . It must be acknowledged that fast-food clustering doesn't prove a causative direction with NCDs, but the displacement of healthy foods by fast-food outlets in disadvantaged areas is an important consideration (Rummo et al., 2017) .
Researchers are demonstrating that the extent to which junk food can promote non-communicable disease risk, and healthy dietary habits protect against them, are related. In other words, the presence of healthy dietary choices and phytochemicals in the background can potentially buffer the detrimental effects of ultraprocessed foods (Opie et al., 2017) . This applies to fast-food-style meals as well (Calder et al., 2011; Schell et al., 2017) .The higher levels of chronic, low-grade stress experienced in SES disadvantaged neighborhoods may lead to differential responses to the fastfood meal. For example, in women who reported prior day stressors, there are metabolic alterations to a high-fat meal, including the promotion of inflammatory and atherogenic markers such as C-reactive protein, intercellular adhesion molecule-1 and vascular cell adhesion molecule-1 (Kiecolt-Glaser et al., 2017) . Recently it was shown that the mere subjective feeling of low SES (induced by researchers through experimental manipulation) can result in greater automatic preferences for fast-food, as well as intake of greater calories overall (Cheon and Hong, 2017) .At the national level, blood markers of inflammation are associated with dietary sugar intake, but this might be offset by essential fatty acids, dietary fiber, polyphenols and various other nutrients (Mazidi et al., 2017) that are notoriously low along lines of SES disadvantage (Brunst et al., 2014) .
The acute biological responses to the fast-food meal -and its effects on shaping biological responses in context over time -are seemingly intertwined with income, education, race, immigrant status/segregation, social cohesion, evaluations of neighborhood aesthetic quality, and/or aspects of neighborhood safety (both real and perceived) . Neighborhood-level deprivation casts a long biological shadow throughout the life course; social adversity during the prenatal period and early life is now known to be a distinct risk factor for elevated inflammation in adulthood (Carroll et al., 2011; Janusek et al., 2017; Slopen et al., 2015) , and neighborhood-level deprivation is associated with significantly higher mortality risk (Nelson et al., 2017) . Even the successful exit from poverty can still reverberate in AL (Lippert et al., 2017) and social adversity during the prenatal period and early life is now known to be a distinct risk factor for elevated inflammation in adulthood (Carroll et al., 2011; Janusek et al., 2017; Slopen et al., 2015) .
Viewed through the lens of SES, the background nutritional playing field in which fast-food meals are consumed, and the weight of AL pressing upon individual communities, are far from level. Disadvantage in SES manifests itself along immune, microbiome (Prescott, 2017) and other physiological pathways that interact with fast-food meals, and the protective responses to them. Thus, national samples exploring recalled consumption of (unspecified) items at fast-food locations and wealth statuswithout any information on the consistent background diet of respondents -cannot always inform best practices for the biopsychosocial complexities of a given neighborhood.
The work of Zagorsky and Smith captured city vs. suburbiaproviding some hints that access to fast food might drive consumption -it did not, however, examine potential differential outcome measurements derived from specific neighborhoods or communities. From an exposome perspective, this is important because nutritional zoning efforts are often oriented at the community or area level. Breakthroughs in 'omics' measurements will hopefully allow for large volumes of bio-molecular information to be combined with algorithmic approaches and biostatistics. Lower-cost research specific to individual care (and knowledge at the population level) is on the horizon and this may help to illuminate background nutritional patterns, biological responses, the gut microbiome interface, and the ways in which advantages in resources might provide a push toward fast-food-induced AL.
Neighborhood-level AL has been shown to transcend individual-level income, and fast-food consumption is a significant player in this relationship (Robinette et al., 2016) . The extent to which neighborhood level income (and the total neighborhood nutritional environment) influences health over time is a critical area of research for economics and human biology (Robinette et al., 2017) . Moreover, research suggests that even when income situations improve, minorities in North America often remain in SES disadvantaged, segregated neighborhoods (Eligon and Gebeloff, 2016) . Thus, efforts to address fast-food clustering within specific geographic areas may reduce AL.
There are also ways in which the mere presence of fast-food establishments can impact health along SES lines, regardless of greater consumption. For example, in the study of delay discounting -a staple of economics research -the value of future financial rewards is diminished in preference for smaller immediate gains while answering questions in the vicinity of a fast-food outlet (vs. other food establishments) (DeVoe et al., 2013) . Moreover, the clustering appears to matter because respondents from neighborhoods with higher concentrations of fast-food outlets have a steeper gradient of discounting future rewards and have diminished levels of savoring (i.e., ability to take notice of positive experiences) (House et al., 2014) .
Thus, affluence not only brings greater options to fulfill nutritional needs and offset or divert a fast-food meal from its contribution toward AL, it also allows for a retreat from a total mental environment that bears down disproportionally upon the disadvantaged. It means the option to retreat from a less optimistic environment in which billboards, urban blight and the marketing of dysbiosis abound South et al., 2015) . The retreat from the grey space (wherein fastfood outlets cluster) to higher SES areas often means a journey to the leafier part of urban and suburban areas (Jennings et al., 2017; Mills et al., 2016) , where green vegetation can temper the temporal discounting (Berry et al., 2015 (Berry et al., , 2014 van der Wal et al., 2013) .
The retreat also means escape from the airborne particulate matter -including that directly manufactured by fast-food establishments (Abernethy et al., 2013; Vert et al., 2016 ) -which sits on an SES gradient and contributes to AL and NCDs in the disadvantaged (Chi et al., 2016) . Chemical phthalates are also found within fast-foods, and urinary levels of this environmental toxin group are positively associated with fast-food consumption among African-Americans (Zota et al., 2016) , further adding to the AL burden. Living closer to green space and having greater access to safe, local parks and open space is associated with healthier dietary habits, but here again, lower density of fast-food outlets and access to healthy foods is a critical consideration (Hsieh et al., 2014; Mena et al., 2015; Paquet et al., 2014) .
The psychological asset of optimism is one associated with SES advantage (Khullar et al., 2011) . In epigenetic research, levels of optimism are associated with protection against the detrimental effects of environmental toxins (Madrigano et al., 2012) . So, once again, we must query the ways in which personal and neighborhood-level optimism influence the biological consequences of meal consumption, acutely and over time. In the meantime, it seems safe to suggest that the fast-food establishment and fastfood meal are far more than physical structures and collections of carbohydrate, fat, sugar and sodium.
Future directions
Genetics alone cannot explain the rapid increases in global rates of non-communicable diseases (NCDs). Considering that NCDs do not follow random patternsof distribution within westernized nations -sitting instead on socioeconomic gradients wherein the risks are shouldered by the disadvantaged (Marmot, 2015) -there is an urgent need to understand the causes of health disparities. Since unhealthy dietary choices are considered to make a major contribution to most NCDs, researchers are examining the complex ways in which policies, practices (or lack thereof) and psychosocial variables at all levels -home, community, nation and total environment (collectively, the ecological theatre) -can drive dietary choices (Adams et al., 2016) .
In our narrative review we have leveraged emerging exposome science to make the argument that over time, the acute cumulative responses to each meal in its total environmental context matters. Even if there are equivalent levels of fast-food intake among adults and children in deprived areas (vs. affluent), the notion that the equivalency negates the need for buffering in these communities is at odds with emerging biological sciences. Based on emerging science involving AL, single-meal responses, background diets and overall higher NCD risk, available evidence suggests that SES disadvantaged adults will have more detrimental postprandial (after meal) responses to such meals, and will be less equipped to buffer the harmful physiological consequences, both acutely and over time.
In experimental models, exposures from the parental (both maternal and paternal) environment -including fast-food-style dietary choices -can have far-reaching consequences in offspring. Thus, parental dietary choices can resonate in offspring through epigenetic mechanisms. The offspring are already burdened with an enhanced risk of AL and a likelihood of developing NCDs when exposed to fast-food (Hur et al., 2017; Joaquim et al., 2015) . The implications of this research, should it translate to humans, is chilling. It would suggest that every fast-food meal being marketed to adults of child-bearing age is, in effect, being marketed to their future offspring, and the burdensome biological consequences will press upon those with higher AL.
We have no doubt that North Americans, in general, are frequent consumers of both fast-foods and ultra-processed (lownutrient-density-foods) (Martinez Steele et al., 2016) . Systemic change in nutrition policy and practice is required. Zagorsky and Smith are correct in that policies should encourage greater availability of convenient, healthy and nutritious food. Certain voluntary strategies by the fast-food industry -pricing, promotion, product placements, prompting, point-of-purchase options, portion sizes et al. -might help to curb overconsumption of fat, sugar and sodium intake and nudge consumers toward healthier options within outlets (Kraak et al., 2017) . Policies directed at limiting the reach of one particular segment of a food industry (in this case, fast-food) that pushes highly-processed foods onto all Americans, in general, may seem futile or even unjust if such policy is designed to 'protect' deprived communities. One such effort was a 2008 policy involving a moratorium on new fast-food outlets in South Los Angeles (SLA). The policy, fully enacted in 2010, involved a 32-square mile area which already housed 45% of fast-food outlets found within the entire 500 square mile City of Los Angeles (Severson, 2008) .
Evaluating the success of fast/junk food bans in schools and communities has been difficult; research involving regional bans of junk food in Canadian schools (Leonard, 2017) indicates some level of success in lowering body mass index (vs. schools without bans). On the other hand, there is little evidence, so far, that the Los Angeles action banning new fast food outlets has curbed obesity (Sturm and Hattori, 2015) . However, given the existing high volume of fast-food outlets in South Los Angeles, the ban is difficult to measure. Moreover, new research demonstrates higher selfreported ease of access finding fast-food outlets, and greater weekly consumption of fast-food (measured via same assessment utilized by Zagorsky and Smith) among disadvantaged persons in Los Angeles vs. counterparts from affluent zip codes (Robles and Kuo, 2017) . In the case of tobacco, proximity-based banning of tobacco product sales near schools appears to have far-reaching effects in its ability to reduce tobacco-related disparities (Ribisl et al., 2017) .
In affluent, leafy suburbs, decisions on fast-food outlets and the billboards directing people toward them are typically zoned under the guise of aesthetics (Mandelker and Reiman, 1979; Nixon et al., 2015) . However, as we have pointed out here, aesthetics are not completely separable from human biology and health. We acknowledge that policies of limitation designed to address health disparities -focusing on fast-food availability and contemplating bans in areas where such outlets abound and AL is high -are complex decisions to be made by the communities involved. Such limitations do make sense from a biological perspective.
Policy steps which aim to reduce the clustering and expansion of fast-food outlets also make sense from a social perspective if they raise public awareness of biological inequities and health disparities. When the topic of environmental factors (e.g. built environment, targeted marketing) and a healthy diet is approached from a food justice and power inequity issue, young adults are more engaged and motivated for nutritional change (Bryan et al., 2016; Gardner and Hauser, 2017; Thompson et al., 2016) . Recognition of the logos of major fast-food purveyors is significantly higher in Californian children from SES disadvantaged communities (Arredondo et al., 2009 ); those concerned with food justice and power inequity should be concerned with the biological ramifications of why that might be.
Scientists will also need to more closely examine single-meal responses with greater detail. Although the evidence presented above certainly indicates that there are divergent responses based on background diet and health status, many of the studies are small and the last word is far from written. The hope is that large datasets from biological 'omics' will provide greater detail on individualized responses to meals; this is already evident in microbiome research (Korem et al., 2017) and will only be enhanced by input from multidisciplinary experts, including scientists in economics and public health. In this way, science will be poised to respond to the pleas of noted biologist and humanist Rene Dubos (1901 Dubos ( -1982 -to study the response of the 'total organism to the total environment' (Dubos, 1964) .
Conclusions
The journal Economics and Human Biology is devoted to the exploration of the effect of socioeconomic processes on human beings as biological organisms. Isolating one aspect of SES (income) can certainly provide valuable information as it pertains to nutrition and human health. However, there are no myths or bunk to be "debunked" concerning the biological relationships between low-income and fast-food consumption in the complex communities within American landscapes -there are only mixed findings and many open research questions.
In the University-issued press release associated with their study, Professor Zagorsky concludes: "If government wants to get involved in regulating nutrition and food choices, it should be based on facts." We agree. Rapid advancements in the availability of 'omics' technologies and so-called big data will help researchers burst through the limitations of tying single variables (e.g. a single toxin or income) to a single outcome as a means to guide policy. Advances in exposome science -including the health implications of individual postprandial responses as a product of neighborhood AL -holds much promise. At this point, many of the studies on postprandial responses to meals are small in number of subjects and will require larger sample sizes and more specifics on SES and NCDs.
While detailed research is required to determine the extent to which biological inequity can manifest in the postprandial responses to meals -highly-processed, high-calorie, low-nutrient foods and beverages -it seems reasonable to conclude that each meal is pushing or pulling on biological systems and cellular functions. The available evidence suggests that, at least from a biological perspective, fast-food meals cannot be separated from the total lived experience. One meal does not cardiovascular disease, make. However, the words of Chinese philosopher Lao Tzu -'A journey of a thousand miles begins with a single step' -might apply. The journey to NCDs might be shorter for the SES disadvantaged living within an environment of fast-food outlet concentration.
Conflict of interest
SLP reports the following: Scientific Advisory Board and speaker's fees from Danone Nutricia, Schiphol, Netherlands and Nestlé Nutrition Institute, Lausanne, Switzerland; consultancy fees from Bayer Inc, Whippany, NJ, USA; speaker's fees from Health World Inc, Queensland, Australia. ACL has received consultancy fees from Genuine Health, Toronto, Canada and speaker's fees from Health World Inc, Queensland, Australia. Both authors receive royalties from a trade paperback which discusses the microbiome.
Funding
No funding was used for this manuscript.
